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9-20951 ^ 



mmm 



m^mz] HCV^^ti^i^^^ (1) ;?j;*-hntf-;^>r:r>, (2) 

i: t- H C v-^^t^<*:©^s:&^„ 

=1 T^M®#« $:^ffixi±^*-r s 3 1 ^s^nn-r^ hcv ©m^^^^^ 

[»#3g4] HCll-11 (PERM B P- 6 0 0 5) T'feS7A>f 
[»*^5] HCll-11 (PERM B P- 6 0 0 5) ANe>figS/\-f 

-VHCll-14 (PERM BP- 6 0 0 6). HCll-10 (PERM 
BP- 6 0 0 4) tr^ltHCl 1-11 (PERM BP-6005)}Cj:y 

^y ^M-t^^y hxitmrnMo 

[0 0 0 1] 
[0 0 0 2] 
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9 — 209515 



(S c 1 e n c e 2 4 4:3 5 9-3 6 2, 1 9 8 9), 

tlt^z: tlZJz*) (Science244:362-364, 1989) ; 
2-5 0 0 8 8 O^^m) . HCV (CMffFl)^^7 Hepatitis 

c Virus) ^mmmf-t.t^. ikmRxj^itmm^mm^^t=.^mmmmt 

[0 0 0 3] 
[0 0 04] 

^fe3^^ECiffJffiJI®?&!Ei{C»-f >^f-:7aiD> (I FN) 3{)^M V% b tlT 
, I FNIC.}: U HCV;{)^!ig|^$4xT 6 ^M^lZitHCVmii^mtf^i&r-t^Ziti)^ 

1^-^iz ^ ^} HCY ttrnm-^nr^fy^^i^-^-^immzmmizmm-t ^ z. tij'^m^^^^^o 

H c V © =fo o ^ m -r -5 :&S3b'^igM|-e -5 c 

[0 0 0 5] 
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H^iJfL 9 — 2 0 9 5 1 

^ is^Vf&i^^ (in vitro) -e, ^tcltm^^^E^ 

M$:^mi--5f^t)»J{CPCR (/J<U^ P-X5=-3i->Ur^S/3>) ^ (S c i 
ence 230:1350-1354, 1 9 8 5 ) ^:$>|Ig^D N A:/n - 

[0 0 0 6] 
[0 0 0 7] 

[0 0 0 8] 

O^P^^rHL (E^i:^^ 3 1:9 6 1 -9 7 0, 1 9 9 4 ) , 

p^ V ^ e) .^.xmrnttm $ tir v ^ ^ „ 

[0 0 0 9] 
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#212: 9 — 20951 5 

m^(Dzi7in,m^^m-t^:^mt)^mm-^nr=.. :^m\tm^m ( j o u n a 1 o 

f Hepatology 23:742-745. 1 9 9 5 ) J: tJ^M-^"^ ( 
36:106 5- 107 0, 1 9 9 6 ) JC#^$ tlT J: JCjfil 

[0 0 10] 

MV^-SZ:^}?>^^ii5K^V^:ltT'^-5o egifi^li ( J o u n a 1 of He pat 
ology 2 3:7 4 2- 7 4 5, 1 9 9 5), HCV RNA*i:UT. 1 

0^-10^ zi^-Xmmt)^^mmx&^:it^^bxie^). ^^mit 

i^m^ 36: 1065-1070, 1996), ftt;^;gA^lSV%^m:&^"e^ 

^CRT {n^^v^zfv /"^-y^h^z^y^^ V^i/By) -PCRmxRNAm^ 

iz^m^ti^cmmms^^Bm 1 o 2m(DmmmMmKn\'^x. e 7%<Di^ffi^ 

T'^-5 3i:?:$g^LTV^^. -fiSttDt,. ^^©1^V^ C R T - P C R^ilit^ bfc 
[0011] 

^'-yn-;!/ (peg) mm i4°cimm) s m^t^m^ (1 5^m) . ±^t®i^5fe 
. s^^s, t;i/7!ju^3® (3 7r3 0:&r^) , l^lf^M^^tI^v^ofc#mPi^s 
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9-20951 €^ 



[0 0 12] 
[0 0 13] 

e> n ^ «^ffi^ic ^ it -5 =3 - > ^ > K^c^i;& 
^)mtJi\^tJ,E<Dmmz^^}. ^Wi(Di^^^^o\>^ib\^>^y.^^)~--^^'mmzm 

c ^fc, Kli*6lJ{c^tM'tt*^]^VNM^:&S«, mic^^, S^IS. ^f^-ffi 

So 

[0 0 14] 

^® r < #f$c(?)^f!ft Milt- S ® icM b H c V ai^ Srii^ t- -5 :i t -e 

:^ tiiM ® ^ -r -5> ^ ii« "T S 3 5 „ 

[0 0 15] 

ilCV\tM^^m.iS^l 0^ ~i 0^ nlf-XmlT-feU, HBV (1 0^ 31^- 
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9-209515 

, II) mmiz^-^-t^^U'-^r^ mximiii^o^^m^±^-^-^^^ nn^m^ 
•t^fmm&f^^n'p'^'&^^ iv) ^fflicMv^^^^ifei®^ajss^itAnsi±s 

[0 0 16] 

wei i>fAy:;^i/-h) T'lt«:;^^in-5i|g:^^»ii3 o 0 a immx^^) e-r 
i:±IS*^^^^ti-5(Z)-e> 1-2) ^g^icj;y;K^S:^ic5n^s5)-^m$:it*n$-^ 

[0 0 17] 

®fjc$:itin II- 2) ^^d--/, m^itUi^ttrimtcDn^m iry^~ 

T^'f-WTt^T'-f 5^-f-) $:±#$-l±-5 3i:tC<}:y, U tC^-^f 

[0 0 18] 
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#5)1 9-2 0 9 5 1 



II-4) c 
[0 0 19] 

III -2) #N#MH^S®M@i^^$:l^*i-S:feif0^^*^#^^n-5o 

^^ife®^ffi^;K$:j:#$ii:^:&^^uTtt, IV- 1 ) ^{nmtmo^m^mm^ 

CM.M^m&.7tm^jtif) ^MVN^, IV- 2) S^^M^$:=^m#»lcMv%§3i:C 
<fc»J#-^^iti|ii$ii:S, IV-3) S^»K$:j:y^S®]^v^«H^C35c^-r■g>, IV 

it(iM$-&-5, IV- 5) m^*^^fevj(D^fi%®iS:$:iiin^-&S, IV-6) 

O ^ m M V X -5 li ^ © ^ M 5: ± # $ i± S ^ if ® jb'J # X- ^ S „ 
[0 0 2 0] 

tiT H c V 3 rmm^mm(Dm^mm<Dj:^^mm^^ a. ^mz 

^z:t.iz^i)tfim^mm-t^ (1-2) :ii:i:|^^{cjfii^f^r9'CD-^$:[g?*t-€> 

(II- 2) x^^^Toi^c^, &miir}v-fyvm^^timmiznmm-t^:Lhnz^ 

»;^<!|sttilc#^E-r-5t hm#S:^?S<bb (II-3) HCVjb^^=iTmM5:5i^$ 
•fr^-ftSX^, 0^:ty^^mm^M (Triton-XlOO) t^mM^-^ 

timw.-k-mx^z.tizj: 'tj^u-i-jvmi^ii^m^'^^^miz-t^jimi}^ 

[0 0 2 1] 

^±(D^mA ^m^Ltcnr mm^m^x ^ s « 
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# 3p 9 — 209515 




T>:!tJU>^*LTV^6E 1, E 2/N S 1 mM^b^ej^S^^^gSHJC J: oTH^ 
[0 0 2 2] 

[0 0 2 3] 

mizmht=.^miz-^'&^^m:fjmiztb^, 

[0 0 2 4] 

-So 
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g^^L 9-2 0 9 5 1 
[0 0 2 5] 

CY urtfim(DNnm^mmLm^-v^ ^^ofj^^^tix ^^^^ z iii)^m-t. bvN„ 

m^U =bL<^i^cD-'g|$$:v^e)o $ ^tcz:z:icziTi5T:M©C3SI{B!licMi-<& >^D- 
8 l#g*^b 1 6 0#a®lB3?lI, %L< ^$:V^■9c 
[0 0 2 6] 

S^f-S^y ^n-:J-;vm#^, ^7tttWlii«HBa> Jliictie«S: E B ^ >f ;i/>c.ici: 
•oX^mt^-^t^mm(Dm^'t^=^j^u—f-;\^tfLi^. Hcv^c^^UTv^s^l 

^fcli-r Ay i^'n::?''; >© c dn a, ^fe#DN a®— asi:Axe!j{c#^L7tiB 

i^^^mizx^xf^m-^ti^-^mm^m^^mfi^. ^u-f^) y^nmrn 

S^$ti§>^n-y, l^ir:/^-;fcif©SfiMJc4tM6^tc^^i-^:$>^^^AXfi<j 
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S^ig. 9 — 209515 



ti ^ ti ^ M V \ S 3 £IJ5t^ ■& c 
[0 0 2 7] 

9 [0 0 2 8] 

:^nmizi5n^^mz\t. ±sk. m^. mm. mm. m^mmrjti^o^m 

^ [0 0 2 9] 

mitixiB^}. m-fy^tytLxit^^r-i^y-cty. ^^i/rym^-^y-^ 
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9-2 0 9 5 1 1^ 



[0 0 3 0] 

mms.mizMx^t. Ui^com^ff^m^^ti. mmi)^i&r-^^<Dx% :k^i^r>^m 

[0 0 3 1] 

^zt(D^tjt(^f^ mmiz^i^ipiz^:&-t:^mMiz^^'^-i-^-^t}min.^^^^m 
iz^^-t^-mtimtn,i^(D^^t,^^-\'^x% z.(7)mi^<Dmmiz^ y^ig*^'(g<3&^ 

[0 0 3 2] 
[0 0 3 3] 



aj!E#^ 10-3082175 




9 — 209515 
[0 0 3 4] 

e>^c^e^^bv^ri:=bBv^fcbfc„ ^tt'fbMaibTii. mm. mk. mm. V')y 

[0 0 3 5] 

^fc, #®?SttMi:bT», CHAPS (3- [3-n^^ K^aif;i.) 5^;^ 
5-;VT>^-^3 -l-yDA•>7.;l/>l-^>m) , CHAPSO (3- [39^ K 

K7'e/;V-N-/<^'f >^^i:*®W-f ^t^'KOT^S'a^J-^^ TritonXlO 
07S;if(Z)5j<U:r:¥S^x5^l/>-f V^^^;i'^xn;i/X-7^;i/^, NP4 O^if© 
d<U:t^i/x^l/>y-;i/7 3i-;VX-5^;i/S, Twe e n 2 0 

i/x^i/>y;vtf b-;i/x:?.7^;vm> b r i 0 5 8(Dj:e)^3KU:^^S/3i^i^> 

[0 0 3 6] 

#ic, mm.fr -vyWi^t'^u&.i.x. Tritonxio oa^ii2%eA 

±T% Twe e n2 Otg^liO. 0 2 %J^±T>. 4 °C*^^ 4 5 



aiSE4t¥ 10-3082175 




9-20951 



}V7.m. ilh^^:^^^^;V7. (HIV) t^ifCDU hU^ 4 JV7.t£^ 
[0 0 3 7] 

v^ H c V ® aM»e^6^;t li. h c v ^mmm a K^-g^ 

[0 0 3 8] 
[0 0 3 9] 



miE#^l 0-3082175 





9 — 2 0 951 5 



h 1 e r HM i 1 s t e i n(D:fo^ (Nature 256:495-497, 
1 9 7 5) iz'4^'Dxnf^o:ittf^x^^o 
[0 0 4 0] 

M^(Dl,'3iti'W^m^^ (E u T J Immunol. 6:511-519, 19 
□ > A if M v^ 7b ^ A 1^ □ "7 h i'*^ 7 >f - ^ i:*©:&Slc J: *J S 

*^m*^= Mx.^^Mmx.^5l^lt^CoV^T^i, Hoogenboo n©*&.ii^h*tC|¥ 
b <fB^$tiT V>-& (Trends in Biotechnology, 15 
: 62-7 0, 1997) o 
[0 0 4 1 ] 

t>*^*ffllC, X>-lf>f A- U ^^'^Ay V;i/^> bT^)/-fe^ (ELISA), ^ 

e v^ MCD J: < ^ ^ tiT v^ § >r A y T ^y ir -f ^T'^S^a b T M v^ § zi i: 

[0 0 4 2] 

(Mm) ^(DHcvzirtfim^^m-t^r:^i^iz-^y v^EJ^ 
m^mm:tLtz.:^m^M^^^m^. mmt^^^m^v hit. m?L 
iiv>f □ ^ >f ^ - 3i;i/©p«gM) iznm-^nr^^nmo) i ®mjeA±©=E y ^ a 
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[0 0 4 3] 
[0 0 4 4] 

[^gre®^^^] 

-^^u-^t-Lxmrn^^mt^^^M^^mm^i^miz^i)^ ^^)vyf.mm^m 

[0 0 4 5] 

(A) K©«il 

HCV®nT^^Cffl^-t^l§3^y77.^ K«J^;T©:??^T'=^^bfeo CI 1 
-C2 1 i'n->fej;UJC 1 0-E 1 2 ^n-> (#gg3p6 - 3 8 7 6 5) ?: p 
UC 1 1 %\zm^7hhjXmhntc^'^7.5. KpUC - CI 1-Cl 2fej;t;pU 

1 5 ffiiE#^ 10-3082175 





9-209515 



C • CI 0-El 2(D^DN A 1 ,1 g^mmmmRmmZO ,JL 1 C5 0mll Tr 
is-HCl (pH7. 5), 10 mM MgC12, ImM 1/4 h ~ Jl. 

lOOmM NaCl, 1 S^'gCOE o o R I ^ J:t>* 1 5#&(7)C 1 a I cfi 

^feirJ^ClOiaM Tr is-HCl (pH7. 5), 10 mM MgC12, ImM 
V'^y^T.l'^ h-JV. 5 0iiiM NaCl, 1 5#fif:(DC 1 a I J:tJf 1 5 #fif 

m^^m^niStW j^380bp®EooRI-Cl al m)^i5^rf^^ 2 0 bp® 

CI a i-Kpnim}^^mmLt^. 

[0 0 4 6] 

9 Z(D 2 ■^(DDN Am}i t V U C 119?:EooRI J3J:tJ^Kp n ixmithtc 

'^^'^-ICI 0XU7tf-ifffl^»M C6 6 OmM Tr is-HCl (pH7. 5) 
, 66 mM MgC12, 1 0 0 mMt/^:t X 1/ h ImM ATP]5;tl,T 

4U5!f--^ ifii (3 5 oM//i 1 ) iCTK^inx-T 5 0 At 1 i: b, i 6t:T' 
-MUl^^ 5:^7 fee ^ F$:Mv^:^cffiFffi J M 1 0 9 5:?^ 

y^>C^ KpUC • C 2 1 -E 1 2 $:#fe„ 

[0 0 4 7] 

Z:©:^^X^ KpUC • C 2 1 -E 1 2 DN a l ng$: 2 ocD:/^>r V- (5 
' -G AATTCATGGGC ACG AATCCT A AA- 3 ' (SB^J## : 6 
0 ) , 5' -TTAGTCCTCCAGAACCCGGAC-3' (ie^J## : 7 
) $:MV^PCR$:^f ^ofeo P C R liGeneAmpTM (DNA Amplification Reagent K 
it, Perkin Elmer Cetus$g) ©^^y h $:MV^DN A^'ft9 5X: 1 5:9-. T — -U 
y-^bOX^Z^. DN A-^^7 0°C 3r9'©^#'??^?*CVN, #PjtlfeDN A^>^-^ 
0. 8%r;!3*D-X>?f;i/«^WlCj; y^^HL, 7.7^^ ^^-m {Gene 
Clean) -TWigLfcc 
[0 0 4 8] 

-:^> pUC 1 9 ^fUPTO^Sma IT^m'fbb, P C R^lC J: o T# tlfe D 
NA»T>tS:l 0XU?!3*-ifM^«m C6 6 OmM Tr is-HCl (pH7. 5) 
, 66 mM MgC12, 1 0 0 iM^^Tir :^ U h — }V> ImM ATP] 5 At 1 , T 
4';^-1f 1 Ai 1 (3 5 0#^//i 1 ) lC7K^*D;tT 5 0 At 1 ilb. 16X:T' 



1 6 
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9-2 0 9 5 1 ^ 



— lfa^?ab, j&^BLft^^7ti^^t^o F5:fflv^:^»® JM 1 0 9 

M^mSit, KpUC19 •C21-E12 - Smal ^mt^c ZLO-^ 

y^BNAl fi s^mmmm^mmz 0 fi 1 ClSOmM NaCl, 6mM 
Tris-HCl (pH7. 5), 6niM MgC12, 15 E o o R I <fc 

tJ«l 5#fi®B amH I^H] 3 7 "C 1 ^^M'ffcS^S^^f V^, ^(D^O. 
8%T:**^-X>^f;^«^?3^i^r^^f^V^. ^4 9 ObpCDE o o R I -B amH I m 

[0 0 4 9] 

^kizmm<^ il--X:&^T T p - T r p E (#gg5p5 - 8 4 0 8 5) <DDN A 
1 fi 0 m 1 [150 mM NaCl, 6mM Tris-HC 

1 (pH7. 5), 6mM M g C 1 2 , 1 5 ® E o o R I j3 J; 0 1 5 #-6^(7) B 
amHIS^] 71CT-1 ^HML, ^<DRmmiZii^3 9 ^ 1 ^Mx.. 1 

0X:T'5:$3^ra^^llLfe=g&}CA^'5^y rT;i/;!jU143t;>^:7T^--fe' (BAP) 1 
^ 1 (2 5 0#fe/Atl) %*nAT 3 7*CT' 1 ^ra-KMLfe^ 
[0 0 5 0] 

-©;S]^?Slc:7aiy -;i/$:Jtix.T>'aQy -;l/^ftai$:^ff:^v^, ^^tife^KM^ni 

^f7-;i/tfcMb> #e>tlfeE o OR I -B amH 

^-DNA 1 gi:Ji3^0ziT 1 6 1 0 X U^--fe'M^«?S C 6 6 0 mM 

Tris-HCl (pH7. 5), 66 mM MgC12, \ 0 Qxsy^Vf-H^ZKX/ Y 
ImM ATP] 5;til, T4U 1^* 1 (3 5 0#^/^l) ICtK 

^*n^T5 0 /t 1 1 6*CT— Bfe^?aL, ^M;SfS$:^f^o 

[0 0 5 1] 

Z.(DB,%m,(n> 1 0 yti 1 SrMVNTv'cjaSHB 1 0 1^2:?^K^mLfc. 
ICMV>S ^^14:^11^15^ tti^^[:?!j;i/S/':7A^ [Mandel, M.ilHiga, A., J. Mol. 
Biol., 53, 159-162 (1970) ] IC J; U tl^o J^KsK^:^®® 2 5 a g /ml 
®T>lf^U>$:-^tfLB:;^l/-h (l%huyh>, 0. 5%NaCl, 1. 
5%li5c) ±JC^:^^L, 3 7X:iC-Bft^iaL7^c. ^ I/- h±{C^ C^S® 3 n n 
-5:ie^TOU, 2 5 fi gyml(DTZy\^i/V y^^til^B^mz^l,^ -Bfe3 
7rT'^«L/t„ 



maE#¥ 10-3082175 




#511 9 — 209515 
[0 0 5 2] 

sytiT [Manniatis Pj, Molecular Cloning: A Laboratory Manual, 

(1982) 3 ic<fc iKf^ofc, mhnt^-:f^7.^]^D-NAi^Lg^mmmmRftm 

2 0 fi I [150 mM NaCl, 6mM Tris-HCl (pH7. 5), 6mM 
MgC12, 1 5#fiSl<Z)E o o R I feitJt 1 5^fir<DB a mH IS^] cfJ-^S? 
til^raMffcb, riSU-^¥JVn%mm^n^Ji'DX. ^4 9 0bp®EooRI 
-B amH I »i>^r7&^^ T r p • T r e EnT 1 6 0#§3^>''^^^ K^rMSUb 

[0 0 5 3] 

(B) ^u-yziri 6 o-en- K^ti-STKU^^^^^^ KoiS^^fe-fczj^W^ 

^3^:/^;^^ FTrp-TrpEnT160 $:=bo:^J©SHB 1 0 1 5 0 
;(i g/ml®T>l^t/U ^^r-g-tf 3ml(Z)2 YT^® (1. 6%bU:/b>, 1 %S 
0. 5%NaCl) legist, 3 7X:T'9^r^^«-t^„ ZIO^^M 
lml$: 5 0 itt g/mlCDT>lfS>U >^-i-tf 1 0 0inl(Z)M9 -CA^:«!l (0. 6% 
NAg HPO4 , 0. 5%KH2 PO4 , 0. 5%NaCl, 0. 1%NH4C 

1, 0. ImM CaC12, 2mM MgS04, 0. b%^'\fS.jm. 0. 2% 

izm^m^. 3 7t:T'^«bfc„ oD6oo = o. 3(Dmzm^m 

[0 0 5 4] 

M^*^IC2 Oml(D^«MA C5 0mM Tris-HCl (pH8. 0), ImM E 
DTA, aOiuM NaCl] ^iJDx.TM b. StJ^^vO^^ilSr^f * o T^^«#: 

2. 6g^#feo #e>:nfcffif4£?:^«?^A 1 Omlff:lcMb, M^^mWimzJ: 

^):kmmm^^Wiyr^mzm^L^^m^n^£^\ hcv c dnath- F^^n-s 

jKU^-/^ FiiT r p EcDg!fe-^;i<U^>^f^ F^-^tf^^ttlffl^^^^^^o ^<?)1S^ 
o ■«r^'fbbfettmi^S: S-Sepharose V^fe>f :r 9 A H T 
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9-2 0 9 5 1 IP 



[0 0 5 5] 

wm:Bmz^ijmmLt=.m'^:ii<v^^^\^ (Trpci d ^eu^m^m^ 

. 0. 1 5M N a C 1 $:-^tf 1 OmMU^gfMWM (PH7. 3 ) izm^mi)'^ 0 . 
2-1. Omgymlttji^^^lZ^m.h. ^A(DrVa.Ay h {S^ ^ ^ -^^ v ^ 7. 
) hmmX^. Tr pCl m^l^^bfcc Tr pCl l^g^)b^O. 1-0. 5mg 
/ml S j: JCMSg b 5: 4 ~ 6 M^CD B A L B / c ^"=7 1^7 ICM 

f^S^LTto 2Mrari:JC|^«|®:^3S$:fe:i:&VA$p>ic^2iiP4=^, :£S:ftm}c 
^«^LfcT r p C 1 1 1 0 g S:MMl^lC^^Lfc„ 
[0 0 5 6] 

^}^i^\^T-^^\z^vt/=L-km\'^xmm.^m^(Dmm\zvs.<h. rpmi-i e 

4 0^^T*3I@I?^?^Lfe„ *fmit^«l®V':7::^#MB«fflJia$|5s p 2/OAg 1 4 

$:t(fBBi:iii^jc?^?^^. s^flgi. oimummmm,!. 0x10®^$: 

5 omm<Dm^hm\zxi^m^^Lt^. 2 0 0 x g, h^mm.^L^^mm=jtji\^. ±m 

^I^^L, 3 71C{C^^gLfe5 0%/KUX5^^>;j7*yzi-;i/ (PEG) 4 0 0 0 
(^;i/^^±^) ^r-^tfRFMI - 1 6 4 0^:^lmlS:}!jDx.$ e)iCRPMI - 1 6 

4 O^^l Oml§:;(|iix.T*ffliBgill'^$-&fe. 
[0 0 5 7] 

ife-^^SSli, m^MW. (2 0 0Xg, 5^^P^) ^Ci:oTPEG§:|g^V^7t^, 9 

>fe<fct;f5^^$;> a:<T, HATt#HS) ^^tJRPM I - l e 4 0^:^i^iT7^ 
1 0 HK^#tT7N>r >^U K- v'(Z)i5^LS:ftJB$i±fe„ ^<D=^. @6<KZ)Jn:#:$:M^ 

[0 0 5 8] 

m^tlt^J\-C:fV K-V$:HC 11-14, HC 1 1 - 1 0. feJ:t)J 

Hc 1 1 - 1 1 i:^i&L/fe= M3a!S(Z)7N-r K-vicggLT«, ^^^x^x 



ffilE#5p 10-3082175 




#5j2. 9 — 209515 

mnmm^miZ^^^l^l B4.BfiX-s ^tl^tl, FERM BP-6 0 0 6, 
PERM B P- 6 0 0 4:S:t)fFERM B P - 6 0 0 5 L/TWK$ tlfcc 
[0 0 5 9] 

■^ntc.'tn'eno^^j ^u—^jvm^. c 11-14, cii-io^it?ci 

1-11 (DT^V^^^it. ^"^^ifC-^^:^! E^T^V9>CzfiflW (Z yme 
dtttg) $:MV^:t>r T^y-fe-f ICi; Cll-10>b^IgG2a, Cll- 
14, cii-ii*^i sGix&^z.hii'^m^fs'ii-^^^f^o %^i;\,fz.zmm<D 
'7U-i'}\ymmz.-D\^X. HCVnT«ffi*®IE^iJlC j;oT-^fi&bfe2 0 

[0 0 6 0] 

[^1] 

^1 

C 11-10 '"Asp-'"'Arg (iS^iJ#^3) 
Cll-14 ^^Gly-'OArg (SE?iJ#:^4 ) 
C 11-11 '""'Pro-'"»Gly (ifi^'IS^S) 



[0 0 6 1] 

1) wmfr-vymmmi 



ffifiE#¥ 10-3082175 




9-20951 



m 



mmht^^m^''r-i^yto. 5NHC 1 -k^ti^mm^ i o o ^ i»bfeo 
MUX'S oi&mmm^i5^tjt\\ ^toa o ^ i^mMuntht^. &.T\zmtm 

[0 0 6 2] 

2) TritonXlOO ^i^^ff 
«t^Ajfil»^J;t^HCV-RNA^'l47N':^^;i/jfil^f 1 0 0 ^ 1 JC, m^ommiz 

mmiyf^T V i t o nxi 0 o^timm (GMmm^'r-t^y. o. sn h 

CI) 5: 1 0 0 l^iDLfe^ ^?aT'3 Oi^ra^aHSrfeClJ&VV -e©8 0 1 S: 

o nXl 0 Omm^t*). ia2JC^Lfe = 
[0 0 6 3] 

3) Tween20 mm^M 
MSAjfil»^J:t)fHCV-RNA^'ffiA:t^;Hfil^l 0 0 a 1 JC, ommiZ 

^ML^T r i t o nXl 0 O^timmm i6Mm.m^r=-P>. 0. 5N H 
CI, 12. 5%TritonX100) ^100^ l^ADL}to ^tST 3 0^ 

^WlCMSH^S^OTw e e n 2 Ot^ltSri: t), HSJC^^Lfeo 
[0 0 6 4] 

4 ) ^mum^m 

i^nAMmi5^X:^HCY-RNAm^A:^J\yikmi 0 0 fit, HZ. ^MWi (6M 
0. 5NHC1, 12. 5%T r i t o nX 1 0 0, 0. 7 5 
%Tween20) $:100/i 1^*0 Lfco 4 X:. (2 SX:) , 3 7X:, 4 

5TCT'3 o:9-ra^s$:^3;&vx. ^© 8 0 ^ 1 ^rSff^^Mi: bfc„ &.rizm-rm 

[0 0 6 5] 



2 1 



miE#¥ 10-3082175 





4f 9 — 209515 



bite ■rJ&t)t>, trLiiCV:nrmm=^J^u—r)Vlrfii^ mi^Cl l-14i:C 

1 1 - 1 1 oD^iM-^) ^mmmmfe/isy^nzf^^iioizo. lummmm 

?g (pH9. 6) x^^mv. 9 6 ':7x;i/v>r ^n^i^- b (5?>i^?±l8) 
ico^ 1 0 0 A l'ro:$)'?iLfc= 4X:T-?fei^#^, O. l 5M NaCl?:-^ 
tf 1 OmMU U ^7i^^»?t (pH7. 3) 0. 3 5 ml V>T 2 |fil?$fe# b> 

0. 5%?Jjif^>-N a ?:-g-tJ 1 OmMU b U (pH7. 3 5). 

(je*T3^a^:/^>^*?£) 0. 3 5ini^^inb, ^<b\zmux2mmmnht:^o 

[0 0 6 6] 

^y^^^'^S^*^, 0. 1 5M NaCl, 1%BSA, 0. 5%:*i2V 
© >-Na, 0. 0 5 %Twe e n 2 0 1 0 OmMU >^:M- U ':7i^M«?S ( 

pH7. 3) 14:0 fil tlUhVy^ZO fil^M^ht:L%<D%[l eO pil (JgtT 

©i?x;i/lciHl;^, ^^a-e2^MMfB$1±. ^#?K3 0 0 /(t 1 T 5 laIgfe#L, $ e> 
ic/<;v;r^$/^— fe' (POD) ^^ufc^y ^'n--^;vm#; (cii-io) i 

T'5iii^?^b, «K (.it}\yVy:^=-\yyvr^y. JSiiTOPD) o o i 
$:in;i^iaT'3 o^^^fS$-&fe^, 2N«SM^?Si 0 0 A 1 ^^^inb, MS 6 

3 0nm®®^S^?y-milbT?^^;g4 9 2nm\ZiQ\^ (OD4 9 2) 

[0 0 6 7] 

M&.±X% Tt it onXl 0 Ommit2%&.±X^m't^:itX. AXZtf^hA 

5ic©^HT% ^mz:nrtfim^^mx^^:ittf^^-^nr^o 

[0 0 6 8] 

itmi 0 0 HZ. mmwL (QMm.mi'''T—py. o. 5n hci, 12. 



2 2 



miiE#¥ 10-3082175 




9—20951 



5%TritonX100. 0. 7 5%Tween2 0) 1 0 0 1 ^jjahtc: 
mHCVnrmM^E^^ (Cll-14i:Cll-ll ^AU^ 

) -kmrnmii^t^G fi symiizrjt^^oizo . lummmmm (pH9. 6) v^m 

9 G^:^;^^^ ^uz^u-h <.^yi7i^m) 1 ^3i;L'Ico^ 1 0 0 /i 1 -r-^ 

[0 0 6 9] 

4 1C-e— Bjfe^tt^. 0. 1 5M N aCl^^tll OnnVym±hV ^J^mm 
m (PH7. 3) O. 3 5ml^m^^X2mm^h. dp > 0 . 3 5ml$:^ 

mV. $ e>lC^MT-2^P^#gLfeo >^n>y^>^*?g$:|g^5fe^. 1 5 

[0 0 7 0] 

^?^?S3 0 0 ytt lT5IlI?^?i^L, $ e>lC/<;i/:t:3re/^-if (POD) ^^bfe 

^n— (c 11-10) 100^1 ■kmUai^x^Wvs^^Kj^-^ 

-&feo ?^?^?S3 0 0 y« 1 T'5ia^?^b, (OPD) 0 0 fii ^tuxm 

Ml? 4 5 ^m^J^-^-^t-^^ 2NmmmW.l 0 0 At 1 ^mUah. 3 Onm© 

®3^S$:^Mi:bTM;R4 9 2ninlcJ3t:t'&i!R3^S (OD4 9 2) SrM^Lito 1^5 
, ^^pjfil^ttbT, /1:t^;i/jfll?f 5 0 S: 1 U/mli: UT, 1 % B S A S:-^tf 1 0 mM 

u>^:^^U':7/^^®?lg (pH7. 3) xwLmmz^mhr=.%mz^\^xmm^z^ 

[0 0 7 1] 

:n7ffLmtf^mm^^^izm^-^tixis^j. mo. smu/mi^^mTb^Hjig-e^o 

[0 0 7 2] 

mmme. ikmmmt.m^mxmm^tix\^^^^^m<Dmm 



2 3 



miiE#5jl 10-30 




# ^ 9—209515 




u p e r d e X 2 0 0 HR, 1x30) "e:$)-ML, -^ttl^CDy ^ i7 i/ 3 yi:p(Dfn. 

nr^^m^^m^L. -^(Di^^-kmeK^vr^. ^^^»?^2 0-3 o koa® 

[0 0 7 3] 

9 cv-RNA*5{)U 0^ ~i o"^ n\f-/mihm^^tit:^itmt.mnA!tm^m 

^fe, ^mMilUT, /t:?^;i/5 Olfil^ (lU/mli:^^) ^riroBSA^r-g- 
t^ 1 OmMU U (pH7. 3) iZXWi^mz^mi'. mUlZ^M 

A^mt±x^ii!,m^&.yx$>^)> pcRmm^m<D±x^mii^x^t=.. z.(dii 



[0 0 7 4] 



2 4 
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9-20951 



-9- >^;UNo. 


RNA 


(Kn ti-Z-ml) 


3T!al^ (mU/ml) 


mnAmm i 




— 


N. D 


2 




— 


N. D 


3 




— 


N. D 


4 




— 


N. D 


5 




— 


N. D 


6 




— 


N- D 


7 




— 


N. D 


/^4i;Hfii^ 1 




50 


166.4 


7 




830 


471. 1 


8 




26 


61.5 


11 




240 


107.4 


13 




1600 


1426 


15 




25 


40.1 


16 




400 


240.3 


19 




840 


1369 


26 




87 


1093 


31 




30 


45.8 


33 




16 


58.5 


39 




97 


89.0 


41 




170 


43.9 


44 




180 


57.5 


49 




33 


47.7 


50 




1000 


1005 


84 




8.7 


63.5 




N.D 


: Not detect 
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9-209515 
[0 0 7 5] 

( 2 ) iB^lI#-^ : 1 : 
( i ) @2^J(D#tt : 

(A) : 1 7 7 

(B) m:r^>^m 

(D) h^jfne;^-- : m.mv< 
( i i ) mwmm : ^^^5^ f 

Met Lys Ala He Phe Val Leu Lys Gly Ser Leu Asp Arg Asp Pro Glu 

5 10 15 

Phe Met Gly Thr Asn Pro Lys Pro Gin Arg Lys Thr Lys Arg Asn Thr 

20 25 30 

Asn Arg Arg Pro Gin Asp Val Lys Phe Pro Gly Gly Gly Gin He Val 

35 40 45 

Gly Gly Val Tyr Leu Leu Pro Arg Arg Gly Pro Arg Leu Gly Val Arg 

50 55 60 

Ala Thr Arg Lys Thr Ser Lys Arg Ser Gin Pro Arg Gly Gly Arg Arg 
65 70 75 80 

Pro He Pro Lys Asp Arg Arg Ser Thr Gly Lys Ser Trp Gly Lys Pro 

85 90 95 

Gly Tyr Pro Trp Pro Leu Tyr Gly Asn Glu Gly Leu Gly Trp Ala Gly 

100 105 110 

Trp Leu Leu Ser Pro Arg Gly Ser Arg Pro Ser Trp Gly Pro Thr Asp 

115 120 125 

Pro Arg His Arg Ser Arg Asn Val Gly Lys Val He Asp Thr Leu Thr 

130 135 140 

Cys Gly Phe Ala Asp Leu Met Gly Tyr He Phe Arg Val Gly Ala Phe 
145 150 155 160 



aiIiE#¥ 10-3082175 




9-20951 

Leu Gly Gly Ala Ala Arg Ala Leu Ala His Gly Val Arg Val Leu Glu 

165 170 175 

Asp 
10 0 7 6] 
( 2 ) i2^fl#-^ : 2 : 

( i ) mmcDS^^ : 

(A) : 1 6 0 

(B) m-.r^ 

(D) h3Kni>'- : W.mVt 

(i i) mm(Dmm: ^^^^^k 

Met Gly Thr Asn Pro Lys Pro Gin Arg Lys Thr Lys Arg Asn Thr Asn 

5 10 15 

Arg Arg Pro Gin Asp Val Lys Phe Pro Gly Gly Gly Gin He Val Gly 

20 25 30 

Gly Val Tyr Leu Leu Pro Arg Arg Gly Pro Arg Leu Gly Val Arg Ala 

35 40 45 

Thr Arg Lys Thr Ser Lys Arg Ser Gin Pro Arg Gly Gly Arg Arg Pro 

50 55 60 

He Pro Lys Asp Arg Arg Ser Thr Gly Lys Ser Trp Gly Lys Pro Gly 
65 70 75 80 

Tyr Pro Trp Pro Leu Tyr Gly Asn Glu Gly Leu Gly Trp Ala Gly Trp 

85 90 95 

Leu Leu Ser Pro Arg Gly Ser Arg Pro Ser Trp Gly Pro Thr Asp Pro 

100 105 110 

Arg His Arg Ser Arg Asn Val Gly Lys Val He Asp Thr Leu Thr Cys 

115 120 125 

Gly Phe Ala Asp Leu Met Gly Tyr He Phe Arg Val Gly Ala Phe Leu 
130 135 140 



ffiSE#¥ 10- 
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#^ 9—209515 

Gly Gly Ala Ala Arg Ala Leu Ala His Gly Val Arg Val Leu Glu Asp 
145 150 155 160 

[0 0 7 7] 

( 2 ) iHJ'JS-^ : 3 : 

( i ) iB^ri®#tt : 

(A) : 2 0 

(B) m-.r^jm 

(D) hTjfne^'- : W.m^ 
(i i) mncDUM: F 

Asp Val Lys Phe Pro Gly Gly Gly Gin He Val Gly Gly Val Tyr Leu 

5 10 15 

Leu Pro Arg Arg 
20 

[0 0 7 8] 

( 2 ) m9m^ : 4 : 

( i ) mnos^^ : 

(A) : 1 0 

(B) m-.r^jm 

(D) hTKni;- : li:^^^^ 

(i i) mn<Dmmz k 

Gly Pro Arg Leu Gly Val Arg Ala Thr Arg 

5 10 

[0 0 7 9] 

( 2 ) iB^ri#-t : 5 : 

( i ) ®B?!J©#14 : 

(A) : 2 1 

(B) m-.r^jm 

(D) h7j<ni:^'- : it:^^^ 

(i i) mn<omm: ^-f^y^ 



ffiSE#^ 10-3082175 




4f ^ 9 — 2 0 9 5 1 



Pro Arg Gly Ser Arg Pro Ser Trp Gly Pro Thr Asp Pro Arg His Arg 

5 10 15 

Ser Arg Asn Val Gly 
20 



ffi|iE#¥ 1 0 
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#^ 9—209515 
[SI] 

1?^^. •fiiSAM (normal) fe^ktJfHC V- RN A|^'KA:^;i/lfil?f 1 3 
, 5 0 $:^Mbfcc 
[EI2] 

^#:^ii{cj3v>TT r i t o n X 1 0 omuammz ^^^ij^^^mhf^mm 

$:5t1-EIT'fe<5o ^iSAM (normal) JctJ^H C V- RN A|^tt7l:?^;i/ 

Ml 3, 5 0 ^mrnvt^o 

[S3] 

Tfe^o ^SAM (normal) J3 JcD^H C V - R N A^tt/N°:^;i/Jfil?i 1 3 
[E4] 

o rma 1) fei:tJfHCV- RN A^tt7\°:^^;i/jfil^ 1 3, 5 O^r^Mbfeo 
[05] 

[S6] 

5 0kD, T;^:/^ >M6 8 kDTfe-Sc 
[07] 

(PCR^) T'^i?)feHCV-RN A»i:®^Bg@ffi$:^f ST'&-&. 



ffifiE4t¥ 10-3082175 



9-2 0 9 5 1 ^ 



[01] 



0.20 



normai 
panei 13 
paneX 50 




-o— o- 



0.00 



0.0 



1.0 



2.0 



3.0 



^.0 



m^mcfT-vym^ (m) 




1 



ffi|iE#¥ 10-3082175 




2 



miiE#^ 10-3082175 



[®3] 



9—20951 ^ 



0.5 



0.^ 



0-3 

cn 
Q 

o 0,2 



0.1 



0,0 





V • 


















— o— normai 










— • — paneH3 










— — panei^i- 


.A -* 






A 


— ■ — paneiBO 
— ^ 


o o 

1 


— 

t 




0 

1 


o 

1 I 



0-00 



0.50 1.00 
Tween 20 % 



1.50 
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[04] 



4t¥ 9 — 20951 5 




4 



10-3082175 



9-20951 




5 



miiE#^ 10-3082175 




6 



ailiE#¥ 10-3082175 




9—20951 



[07] 
10000 



1000 r 



m 100 

n 

10 



y =85.30 6 + 0.87622 X R = 0.801 



1 I 1 — I 

1 10 



' « I ml 1 — I ' ' i I « 1 1 ■ t I t J ■ I. 



100 1000 10000 

HCV-RNA (KDtf-/ml) 



7 
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9 — 209515 

mmm 

imm^ H c V ^^^x-mmmiz^mttz. s:&&©*i«c 



1 



mil#^ 10-3082175 



#5p 9 — 2 0 9 5 1 



[^mxitmm] 
i&:^xit^m 

mmxitmm] 
iR.^xit^m 

i^mxitmm] 
iR^xit^m 



390022998 

*»A 
100077517 

100087871 

100088269 

*^.il5^E^ypg^T@5#i# j^ypgsT^if 

100082898 



ffi|iE#^ 10-308 




4f 9-209515 

P9-209515 

¥^ 9¥ 9^16 0 

¥^ 9^#ffM^209515# 

390022998 

100077517 

03-5470-1900 

mm 



9714669 



1 



ailE4t¥ 10-3082175 




9 — 2 0 9 5 1 



390022998 
100077517 

Sffl IS: 



1 



miE4t¥ 10-3082175 




9—209515 



P9-209515 
¥^10^ 3^10 0 

¥^ 9^#ffFJ^m209515# 

390022998 

100077517 

03-5470-1900 



0 0 5 8 



1 



aiIiE#^ 10-3082175 




e^^L 9 — 2 0 9 5 1 
[0 0 5 8] 

#e>tife>'N-r:/U K-vS:HC 11-14, HC 11-10, iBXV^ 
HCi 1-1 it^^vt^. K3ffiS<^A-f :/y F-'^icMbTii, ^^jl^j: 

m^^W^BTlC5pfig9.^7H4 H#T% ^n^'tl, PERM BP-6 0 0 6, 
PERM B P- 6 0 0 4S:tJ^PE RM B P - 6 0 0 5 i: btWffE^ tvfe= 



1 



ailiE#¥ 10-3082175 



9-209515 



390022998 
100077517 



#3 9-i- m#:/^>r 



1 



mSEJlf ^ 10-308 




9 — 2 0 9 5 1 



m ^ A 



mWm^ C390022998] 
1. ^H^BB 1997^ 6^170 

m m^ifi$^=s^KmA-Ts i#3 9-^ Mitm^-^^ 



1 



aiiE#¥ 10-3082175 



